
WOMEN FIRST 
HEALTHCARE’ 

3931 ‘02 Am-22 P451 

March 25, 2002 

Dockets Management Branch 
HFA-305 
Food and Drug Administration 
5630 Fishers Lane 
Rockville, MD 20857 

Citizen Petition 

Dear Sir or Madam: 
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Women First HealthCare, Inc.(WFHC) hereby submits this petition, in triplicate, pursuant 
to section SOS(i)(Z)(C) of the Federal Food Drug and Cosmetic Act (FD&C Act) and in 
accordance with 2 1 CFR 10.20 and 10.3 0 requesting the Commissioner of Food and 
Drugs determine that an Abbreviated New Drug Application (ANDA) may be submitted 
for 1.2 mg estropipate (1.2 mg sodium estrone sulfate) tablets. 

A. Action Requested 

The petitioner requests that the Food and Drug Administration (FDA) make a 
determination that 1.2 estropipate (1 .O mg sodium estrone sulfate) tablets are suitable for 
submission as an ANDA. The reference-listed drug product upon which this petition is 
based is Ogen Tablets (Pharmacia Corporation). Ogen tablets are available in the 
following dosage strengths: 

Ogen Tablets 
(estropipate) 
sodium estrone 
sulfate delivered 

0.75 mg 1.5 mg 3.0 mg 6.0 mg 

0.625 mg 1.25 mg 2.5 mg 5.0 mg 
1 
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WFHC seeks a change in strength from that of the reference-listed drug product to 
include a 1.2 mg estropipate (1 .O mg sodium estrone sulfate) tablet strength. 

B. Statement of Grounds 

The FD&C Act provides for the submission of an ANDA for a new drug that differs in 
strength from a listed drug provided the FDA has approved a petition that proposes the 
filing of such an application. This petition involves a change in the strength for the 
proposed drug from that of the listed drug. Pharmacia Corporation manufactures the 
listed drug on which this petition is based. The listing of Ogen Tablets appears in the 
2 1 st edition of the Approved Drug Producers with Therapeutic Equivalence Evaluations 
(Attachment 1). 

Currently four strengths of Ogen (0.75mg, 1.5mg, 3.0mg, 6.0mg Estropipate) Tablets are 
approved. Estrogen replacement therapy with estropipate tablets requires 
individualization of doses based on patient response and tolerance. The approved 
labeling for Ogen, the reference-listed drug, indicates that the initial dosage be initiated 
with the lowest effective dose and regimen. The lowest effective dosage can differ among 
individual patients. The currently approved labeling recommends a dosage of 0.75 mg to 
6.0 mg for the treatment of menopausal systems, therefore the 1.2 mg estropipate strength 
would provide another lower dose choice with that recommended in the labeling. Having 
a wider range of dosage strengths allows for greater customization to individual patient 
needs. Thus, we seek to expand the number of choices available to clinicians and patients 
alike in choosing the most appropriate dose of estropipate to use. 

The currently approved Ogen Tablets are scored in such a manner as to allow for dividing 
the tablets into doses of estropipate at 0.375 mg, 0.75 mg, 1.5 mg., and 3.0 mg (see 
diagram below). 

Ogen Whole Tablet - estropipate 0.75 mg 1.5 mg 3.0 mg 6.0 mg 
(sodium estrone sulfate) (0.625 mg) (1.25 mg) (2.5 mg) (5.0 mg) 
Ogen Half Tablet - estropipate 0.375 mg 0.75 mg 1.5 mg 3.0 mg 
(sodium estrone sulfate) (0.3125 mg) (0.625 mg) (1.25 mg) (2.5 mg) 

The petitioner believes that the availability of a 1.2 mg estropipate tablet will provide 
physicians with an alternate dose for providing customization to individual patient needs. 

Women First HealthCare currently markets 2 doses of estropipate, 0.75 mg, and 1.5 mg 
providing 0.625 mg and 1.25 mg of sodium estrone sulfate respectively, under the brand 
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names Ortho-Est .625 and Ortho-Est 1.25 (ANDA’s 89-567 and 89-582). Our Health 
Advisory Board, a panel of worldwide experts in the field of Obstetrics and Gynecology 
has advised us that there are a number of patients who might find a dosage between 0.75 
mg and 1.5 mg to be beneficial for providing the balance between relief of menopausal 
symptoms and the desire to minimize the total estropipate dose. Additionally, the ability 
to divide the 1.2 mg estropipate dose in half allows for even greater flexibility in dosing 
(see diagram below). 

Whole Tablet - estropipate 

Ortho-Est 
625 
0.75 mg 1.2 mg 

Ortho-Est 
1.25 
1.5 mg 

(sodium estrone sulfate) (0.625 mg) (1 .O mg) (1.25 mg) 
Half Tablet - estropipate 0.375 mg 0.6 mg 0.75 mg 
(sodium estrone sulfate) (0.3125 mg) (0.5 mg) (0.625 mg) 

A copy of the reference-listed drug labeling and draft labeling for the proposed 1.2 mg 
estropipate tablet are enclosed. The usages, dosage and indications for the proposed drug 
remain the same. 

C. Environmental Impact 

An environmental assessment on the action requested in this petition qualifies for a 
categorical exclusion under 21 CFR 25.24 (c)( 1) as provided in 21 CFR 26.23 (c). 
Therefore, an environmental assessment is not required for the requested action. 

D. Economic Impact 

Pursuant to 2 1 CFR 10.30 (b), economic impact information is to be submitted only when 
requested by the Commissioner. WFHC will promptly provide such information if so 
requested. 
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E. Certification 

Women First HealthCare, Inc. certifies that to its best knowledge and belief, this petition 
includes all information and views on which the petition relies, and that it includes 
representative data and information known to the petitioner, which are unfavorable to the 
petition. 

Respectfully Submitted, 

Q 
\ 

Doranne Frano 
Director, Regulatory mairs 
Women First HealthCare 
12220 El Camino Real 
San Diego, CA 92 130 

Phone: 858-509-3836 
Fax: 858-509-1402 

Attachments: 

Edition 
1. Approved Products with Therapeutic Equivalence Evaluation, 2 lst 

2. Labeling for Reference Drug 

3. Draft Proposed Labeling 
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1 ESTROGENS HAVE BEEN REPORTED 
TO INCRLASE THE RISK OF ENDO- 
HETRlAL CARCMHA IN FOST~NO- 
PAUSAL WOkEN 

Close ckn~cal swwdlance d ol women 
taklng esuogens IS Impwant Adequste 
dfiagnostlc meowres. mduding endanebial 
sa”+“g tie” Indicated. should be under 
taken to rule an mekgnency m al cases d 
undlsgnosed psslste”t or recur”“g ebnor- 
mal vagInaI bleeding There IS no wdence 
mm *naturai- estrogen5 8re mote 0, k55 
hazardous than ‘syntheoc estrogens et 
eqw esitcqmc doses 

2 ESTROGENS SHOULD NOT BE USED 
DURING PREGNANCY 

There 1s no indlcatlcm for estrogen therapy 
dunng pfegnency or du”“g the uwnedlate 
pxtpztumpmod Ewrcgens are meffmive 
for the prewtim or treatment of threet 
med orhebmralebomm Est~ogenswenot 
~“dicatec foe the pewno” d postpertum 
tmE.t engagemen 
Estrogen therapy during pegnancy 1s 8s~). 
cmbd wdh 8” ~“creased “sh d ccmgmnel 
defects 8” the reproductwe organs of the 
fetus. and possibly other bwth defects 
Studies of women who tecelved doethyl 
sblbestrol (DES) durmg pregnancy have 
show” that female dfsprlng have 8” 
ncreased nsk of vagtnel odenows. sqva 
mom cell dysplasle of the uterine cewx, 
and clear cell vaglnsl cancer later I” hfe. 
male dfsprmg have a” moessed “sh of 
uogenltsl abnormskoes and possibly tes 
tlcular canter later I” lde The 1985 DES 
Task Force mnduded that use of cfS dunng 
prg)“s”cy 8s osscc~med with B subseqwm 
lncreesed “sk of breast CB”CR I” the 
mothers. although B c~ussl relattonshlp 
rmne~ns ““prove” and the observed levei d 
exoessrlsk~swrmler totfwtfae “u&w d 
3(hei breew cancec risk fsaas 

OEStRlPTlON 
DRTHO EST (e%r~ptitetaMets, USP) (famedy 
plpetanne estrone sulfate). IS B natursl estro- 
gemc substance prepared from puntied crys 
talhne estrone. solubllired es the sulfate and 
stablaed with p~persnne It 1s appreuably solu 
ble 8” watei s”d has almost no odor or tnste- 
propemes which we ideally suned for oral 
admlntstraso” The amount of piperanne n 
ORTHO-EST IS “a suffwxnt to eliert B phar 
macologlcsl actlo” Its addnlm ensures solu 
blkty. stabdny and unlfotm potency of the 
estme sulfate Chemically. esuoppete. mdec 
ular wefight 436 56. 1s represened by est,8- 
1 32X10) mm 17 cm. 3 (sdfcoxy) mnpound 
with ptpermne (1 1) The suucturaI fomluls may 
be represented 8s follows 
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ORTHO-EST ~s&wfableestebletsfor aaledmin 
15tratm cmtmng ether 0 15 mg (ORM&EST 
625) or 15 mg (ORTHcwST 1 25) estroppate 
(Celcufwed es scdwm estrow sulfate 625 mg 
End 1 25 mg respectlwly) 
Inactive I”gedwrs: 
Each tablet mntsins Lactose. magnewum 
Steamte and pregelatmlzed starch ORTHO-ESf 
1 25 also amuU”s D&C Red No 7 Cdcwm Lake, 
FO?L Blue No 2 A~U”‘II”IU”I Lake 

CUNICAL www.m~ow 
Estrogen drug products act by regulabng the 
tranwrtpno” of a lirmted number of gmes 
Estrogens diffuse through cell membranes. 
datnbute themselves throughout tie cell and 
band to and attwte ti “udear estrogen recep 
tD( a DNA bInding vote!” which is found I” 
esm3gRl re5po”wve ns5ues The *uNe4m sue- 
9” receptor bnds to spmf~ DNA sequences. 
01 hormone response elements which enhance 

the tra”SUlptl0” d adJ.sCe”t genes and 8” tu,” 
lead to the observed effects Estro 
haw been ldentlfted I” nssues of w 

en receptors 
e reproduc. 

bve VaU. breast. prmitary. hypothslamus Ikwr, 
and bone of WD~TP” 
Estrogms we !mpMa”t 8” the developmen and 
rn~ntensn~e d the female reproducnve system 
end secondary sex chsrsaenwa By .s dirmt 
actto”. they cs”se grcwth and developmen of 
the uterus. Fellop~s” tubes. and vegana With 
Mhm hormones. such es @nary hwmcmes and 
pmgestmxte. they cause mlergement of the 
breasts through promoao” of ductal growth. 
slromal dwefopmeti. and the accretion of fat 
Eslrogens are lntricstely inwlved wth other 
hormones especially pogesterone. I” the proc. 
essesdtheowlworymenstnralcydeendpreg. 
“mcy. end effect the release of pituitary 
gmedMropi”s They also mntribibute to the shep 
“g of the skeleton. msmtensnce of tone and 
dastq d urqmml strubures. changes m the 
eplphyses of the long bones that allow foe the 
plbertal growh spurt and 11s term,“et,m. and 
pgmrU6Qon d the “apples and gmnals 
Estrogens oc,x~r naturslly I” several forms The 
pwlwy source of estrogen I” normally cyckng 
adult women 1s the ovanan follcle. which 
secretes 10 to 500 mcqrams of estradld dally, 
depmdlng m the phase of the me”stsual tycle 
Ths 1s converted primerlly to estrone. which 
q rculates I” roughly equd ptopat,on to estra 
drd. snd to smeil MNHIW desmd After men& 
psuse. “~051 endoqmous estrogen 1s produced 
by tcm~wo” of endrostenedione. seo~ed by 
tie edrensl cortex. to estrone by periphmsl 
ossues Thus. esume- especiafly I” its sulfate 
ester form 1s the most abundant cwculatmg 
estrqle” I” post”wmpsusal women Although 
orcdatq estrogens ew5t m 8 dynamc equkb 
“urn of metebdu mtmxwers~cms. estrsdtol 1s 
tf!e p”“cqal mfracellular hums” estrogen end 1s 
subamtlally rmre potent than estrcme a esmd 
at the reiqm 
Earogens used I” therapy are well absorbed 
through the skin m”co”s membranes and 
gastJa”testl”el tract When oppked foe B local 
.scUon, absap~on 15 usually stiiclmt to cause 
systemtc effects When CmJugated wth atyl and 
alky groups fa parentend odmlnlstratlo”. the 
mle d sbsqbon of oily peparstlons IS stowed 
wth .s prdonaed dursu~ of auto” such thee B 
wngle ;“uam~xular inJecbm of estradtol vsler 
ate a estmdid cnxon~e IS absmbed over se” 
mlwF2ks .. 

Admuwtered estrogens end the” esters we 
handled wnhtn tie body essmnally the same es 
the endowmoos hormones Metsbobc cnnver 
sto” of ebrogens occurs pnmonly I” the ltver 
(first pas* EffEa). but also at IOCBI targel “ssue 
Ytes Complex metabdtc processes resuk in B 
dynamtc equdibrcum of q rculsting ConJugeted 
and UncmJugsted estrogenx fwms whldt xe 
mntinuafly Interconverted. especially between 
estmnesnd estradlol end b&we” esterfled and 
u”Pae”tied forms Although naturally Dccwing 
strogens circulate I” the t&cd largely bound to 
sex hormone-bmting glohhn and albumm. mly 
unbound estrogens enter target ttssue cells A 
vg”Amt proporno” of the arculatmg estrogen 
exists 85 sulfste c0”J”gstE-s. espelx?lly estroile 
wrklte which sms 85 8 Orrulatl”O reselMr fa 
the fomwtwzm d mote ecuve estro&uc spews 
A certm” proporoon d the estrogen 15 excreted 
IRO the btle and the” reabsorbed from the mtes- 
bne Llurlng this enterohepabc recmxlatlon. 
estrogens ate desulfsted and resuffated and 
undergo degradetlon through umvwsim to less 
active estrogens (estr~ol and other estrogens). 
ondatlon to nonestrogenuz substances (core 
chdestrogms. Mxh utmu wkh catebolsmne 
merabolism. espewllv I” the central “ewous 

The malnsterj of preventto” and managemnt of 
ostec~oiovs are estroqe”. a” adequate kfettm 
calaum intake. and exercise Postmenopausal 
women absorb dietary calcwm less effuently 
than pr~me”c~ausal women and reqwre B” 
average d 15M mq/day of elemental ~ltlum to 
remm m nmtal celoum balance f3v corn 
ps”50”. preme”of.w.usal women req”& about 
1030 @day and the swrsge calcium Inteke 8” 
the USA 1s 400-603 q/day Therefore, when not 
contrelndlcsted calotnn wpplementmo” msy 
be helpful 

system). and m&gatJb” wti gfucwonc ndds 
(wfnch are tin rapldlv excreted in the LYI”C) _ 
Vftm given orally. “stumify-omrrring estrogens 
and their es&-s are extensively mtebolued (first 
pess effect) and ctrculate prtmerily 8s estrone 
solfete. wth smeller amounts of other conju 
gared end tncojugated estrcgm~c species This 
results I” Imuted oral potency By contrast 
synCh&c ewogms. such es ethmyi estradid end 
the “o”stero&dsl estrogens. are degraded ver 
slowly ~1 the lrver and other tissues. whtc b 
results in their htgh intrinsic patency Estrogen 
Mug pmduas sdmnlstered by “cm-oral routes 
*re “m wrbJeCt D first pnss metabolism. but slso 
undergo slgnlficant hepwc uptie. metsbdnn 
and mterohepatlc recydmg 

INIICATICMS AMl USAGE 
EWrogm drug pcduas ere lndlcsted I” tie 
1 Treatment of moderate to sewe wsomotor 
symptoms assoclsted wth the menopeuse 
Thereisno adequateewdencethst estroge”sare 
eifectwe for “ewoos symptcms or depresslo” 
tilch might OCC.M dunng mmopause and they 

2 Treatment d vufval and vaginal atrophy 
3 Tre8t”e”t d hypcestrogenwn due to hype 
gonadlsm. cestrmm or pnmary ova”~” fallore 
4 Rwmtlm of ostmporo% 
Sl”Ce eSUOqe” edml”estra”Dn 1s asscaated wlm 
“sk s&ctto”ofpebe”tsshould~deall bebased 
on prospearve demiftcstlon of risk ectors fm / 
dewlopng Dsteoporovs Unfonunstely. there 1s 
no cmt81” viny to lde”tdy those women Hlho wll 
develop osteopaohc hacttres MOY ~os+xxnve 
studies d dfmcy for this mdcatlo” have beer 
camed OM I” nivte mnopausal wane” wthcwt 
sbMicatlo” by other rlsh fsctas and tend to 
show B u”~vets.sfly s&twy effea on bone Thus. 
@¶ent s&Ulon must be lndlvldusltzed based on 
the belance d risks and benefns A mire favot 
able nsklbenefn ratlo exists~” a hysteredomued 
wo”8” bezsuse she has no “sk d endometnal 
canter (see BOXED WARNINGS) 
Estrogen replacement therapy reduces bale 
resorption end retards or halts poamenopaussl 
bone loss Case conrd studws have shown a” 
epfxoomstely 60 percent reductlo” I” htp and 
wrest fractures I” women whose estrogen 
replacement was begun wlthl” a few years of 
menopause Studies also suggew that estrogen 
(educes the rate of vertebral fractures Ewn 
when staned 8s late as 6 yesrs after menopause. 
ewr~ge” prwmts further loss d bone mess for 
sslonqasthetreeiment ~sco”b”ueC Theresuits 
of B double bknd. placebo contrdled tw yes, 
study have show” that treWme”i ~nth one tablet 
of ktfoppste 75 datly fa 25 days (of B 3 1 day 
cycle per moth) p-s wtebral bone mass 
loss 0” posame”opausal women when estrogen 
therapy IS dlsuntmued. tone “~ss dedlnes at B 
rate cornpotable to the tmmedlate postmeno 
peussl pe”cd There 1s no evidence that estrogen 
replacement therapy restaes bale mass to pre 
menopausal lewls 
At skeletal “etwty there aresex and race ckffer 
M!JXS I” both the tote1 emD”“t d bme fxesent 
end Its dmsny, t” few of men and tia&s Thus 
wanen are 81 higher risk than me” becausethey 
start wlm less bone moss and for St=ve%sI years 
follcwng “oturel or mduced menopause the rate 
of bone mass dedlne 1s aaderated WhRe end 
Am” women are at higher nsk than black 
wanen 
Eody menopeuse 1s one d the soongest p&c 
tars for the developme” of osteoporws I” 
addlbon other factors sffectmg the sl;eleto” 
whIti are sssarated wti oweoporos~s tndude 
genetu factors (small budd. femtly hIstory). 
endocwe factors (nulltpar!ty. thyrowcosts 
hyp+xpsrethyradtsm. Cushlng s s ndrome hy 
perprola~mem~e. Type I dobetes) lfestge (ago r 
tette snxkng. slmbd abuse. sedentary exercise 
heblts) and ““tntton (below average body 
waght. duetery c&wm inteke) 

Weight bearing ererclse and “ut”“o” may be 
lwOna”t edJU”Ct5 to t+Ie prew”tm” and “wn 
egeme”t of osteoporosfs lmmobdtzatlo” and 
prolonged bed rest produce rapld bone loss, 
while wtght besrmg exerose has bee” show 
both to reduce bone loss and to mcrease bone 
mass The opamsl typ Bnd muurn d 
sUmty that would prev~nr osteoporo~s IT 

ysural 
eve not 

been eaabfished, hwver t” M s&&s 8” hour 
of walking end running exercises twce of dree 
bmes weekly si@ictiy ~“aeased lumbar spne 
bale “mss 

C0NTRAlMICATTON.S 

Estrogens shoufd not be used I” mditiuslswh 
eny of the fdfowtng cmdltlms 
1 Known M stE.~UEd pregnancy (see BOXED 
WARNINGS) Estrogens mey cause fetal harm 
when administered to B pregnant HX)~” 
2 Undlsgnosed abnormal gemtal bleeding 
3 Know” M suspected center d the breast 
excepl I” appropnately selected patlens bnng 
treated fa metestat~~ dwase 
4 Know” or suspected estrogen dependent 
neoplas.5 
5 Aawe thrombophlebtls a thomboffnbokc 
disorders 

WARHUX 
1 mducriondmalig"mtneqtlasms. 

Endometrial c~“cer The reported endometnal 
should not be used to treat these cn”d&o”s cancer “X among ““cpposeo estrogen “SerS 15 

abart 2 to 12 fdd greeter the” I” nonusers and Include speual reference to blood ore5s”re 
sppearsdepmdmt on dursum dtreatmmt and 
on estrogen dose Most studws shcw no vgnd 

breasts, ibdomm. end pelwc on$“s, snd 

#cant ncreased nsk assooated wth use of estro- 
should mclude B Papanicolaou smear As B 
Qenerel rule. esbooe” should not be ore 

gem for less then one yeer The greatest risk 
r 

appears assousted with prolonqed use- wth 
&bed for longer &a” one yeer wthout re 
eulmlnina the o8fwt 

tnuessed “sks of 15-u, 24 fold-for fr,e to ten 
” 

years M more I” three studies. perwstence of 
3 Hypercoagulabiiity Some studws have 

rusk was demonstrated for 8 to ow 15 years 
show” that women takmg estrogen replsce- 

after cessaoon of estrogen treatment I” me 
ment therapy have hypercoagulabd”y. pr8 

study a slgndicant decrease in the lncldence of 
msrdy relsted to decreased enttthmmtm 

endometrtal center occwred YX months eft~ 
sctlwty This effect eppeers dose and durs 

estrogen wthdrawsl Co”olne”t progestl” ther 
tK)” dependent and IS less pronounced than 

spy msy dfset ttus risk but the overafi heslth 
that assocnted with aal contraceptwe use 

Impsa I” pxtmenopwsal WJITIZ” ts “a know 
Also. postmen wsal women tend to have 

(see PRECAUTIONS) 
maeased cueg s bon parameters at baseline 

Breast cam While the malontv d studies have 
Capared to premp”+usal wrne” There IS 
some su~oestio” thet low dose oosbneno 

“a shown 8” increased us& dbreost center 1” 
women who have ever used estrogen replace 

pausel &“stra”ol msy ~“crea~e ihe risk d 

mmt therapy. sane have reported B moderately 
thromboembohsm. although the maJo”ty d 

mueased rck (relative risks of 1 3 2 0) I” those 
studies (d pnmatdy CD”JUgeted estrogens 

bkmg h@er doses a those tabng lower doses 
users) report m such ,ncTe*se There 15 l”wf 

for prolonged pe”ods of tcme. espec~allv m * 
fioent lnformebo” on hypercoagulabdity I” 
women who have had DICVIDUS thrombo 
embdlc dlseese FXLF-SS d 10 years Othec studw hew “a &mm 

the retatlcmshlp 
Congenital lesions with malignam potential 
Ewrogm therapy dwtng pregnancy IS sssmated 
with a” Increased “sk d fetsl m”gen&sl repro 
ductw UaU diwxders. and possibly dher butt 
defeus Studws of women who received DES 
durtng pregnancy have show” that fern& 
offsprIng have 8” mueased risk of vaginal 
sdmosls squamous cell dysplssa of theuteune 
cernr. 8”d dear cell vagtnal ca”cec lster I” Ye. 
male offspnng hew B” ~“creesed rtsk of uro 
genital abnormsllttes and possibly testwlw 
cancer later I” bfe Although some of these 
changes 8re bentgn. others are ptecursots of 
mebgnancy 
2 Galfbladder disease. Two studies hew 
reported 8 2 to4 fold t”oease~“tbe”sk d gall 
bladda dlseese requmng surgery m women 
rermlng postme”opausal estrcgens 
3 Cardiovaxular disease Large doses of 
?3JWJM (5 q CmJUge&.d estroge”s per day) 
comparable to those used to treat cancer d the 
prostate and breast, have bee” show” 1” B large 
prospectwe dlnlcal trial I” men to #“crease the 
risks of nonfatal myocardlsl mferctlon. pul- 
monary embolism end thrombophlet#ns These 
risks ca”“c4 necessarily be extrapolsted from 
mm to women However, to avad the theoretral 
cardtovasculsr rtsk to women caused by high 
estrogen doses. the dose for estrogen replsce- 
ment therapy should “a exceed the lowest effec- 
t,w dose 

4 Elevated bbodpxwe. Occasional blood 
pressure increases dunng es4rogm replacement 
therapy have bee” attnbuted to tdiosyncrattc 
‘eact~ons to e%rmens Mme often. blood aes 
sure has remwed-the same a has dropped’ One 
study showed that posfmenopsusal estrogen 
“SETS have hlghei l&d pressuie than “o”us&s 
Two other Studies showed slightly lower blood 
presswe among estrogen users cmpared to 
“o”use(s Postmenopausal earcge” use does 
not tincrease the nsk of stroke Nonetheless. 
blood pressure should be monitored at regular 
l”teNal5 wml estrogen “se 
5 Ftypwkemia. Admlnlstrauo” of estrogens 
may lead to sewre hypercslcemri I” patlentsti 
breast cancer and bone metasteses If this 
ouz”rs the drug sbwld be sopped and swro 
prwte measures take” to reduce the serum 
calturn levd 

PREGwTlONS 
A &,~a/ 

1 MdIimofapqeQin Stud~esdtieadti- 
tm d 8 pqest,” for swe” or more days of a 
cyde of estrogen admn~strattm haw reponed a 
lowered t”clde”ce d endometrial hvoemlssle 
which would othetise be induced @es&e” 
treatment Mapholoqical end biochemical 
studies of endometruin suggest that 10 to 14 
doys d progestr are needed to ptowde msxtmal 
maturation d the endcmetwm 8nd m eitminme 
any hyperplsstlc changes There we possible 
addtbonel “sks whiti may be asscuated with the 
lnduwcm d progesbns in estrogen rPplscemmt 
rqm?“s These Indude (1) adverse effects an 
hpoprotet” metabdlsm (lowerins HDL end 
rawng LDL) which may dlmlnish ihe powMe 
cerd8opotedtw effea d esaogen therapy (see 
PftECAUTIONS. D 4. below). 12) t”m~“ne”t of 
glumse tolermce, and (3) poss~bk e;lhsncement 
of mltooc acbwty I” breaa eplthelisl twue 
(although few epdemiologlcsl data are availaMe 
to address this pomt) The choice d p~cqe.6”. 
11s dose and Its regme" my be ,mborimtt” 
m~“mu~“g these odwrse effects, but these 
6wes iema,” to be clariiied 
2 Physical examination A complete medlcal 
and fomly hIstory should be taken plor to the 
~“Wst~o” of sny estrogen therapy The pretreat 
ment and wmodlt ohvsical ex.sr~“mms should 

4 Familial ~pefiipopmteinemia Esuogm 
therapy may be ~ss~~“ked wth msswe dews 
ttons d plasma tnglycwdes leadIng tops” 
creefltls and other mmpl~cw~ons I” pat,e”ts 
wlm farmhal defeus d l~popot~” mtatoliYn 
5 Fluid retention. Because estrogens may 
muse some degree of Rud retenbm. CO”~I 
tlons which might be exscerbsted by this 
faclor. such 8s asthma, epilepsy, mlgralne. and 
cardlsc DT renal dysfwctlo”. tequre careful 
ob5avalal 
6 Utine bleedng and masto+a Cmaln 
patlens mey de-&p undesirable msndests 
tms d estrogeruc somulshm such es &ma 
mal “tenne bleeding and mastodynw 
7 Impawed liver ftmctim Estrogen msy be 
poorly metetnkzed in pabmts wtth impaued 
kver fu”Ulon end should be admlnlstered wth 
Camiml 

6 Irformanorr for the Parrsrr See text of 
Patle”t Package Insert belwv 

C Labcfatory Tests Estrogen admlnwstlm 
should generally be gulded by dlnnal response 
at the smallest dose. rather thm lsboretory 
mo”norl”g. foi relief of symptoms for those 
mdtc&ons," tichsyITptm-"s we observeble 

D I*-ug/labor*ay Test lnerac~ora 
1 Accelerated prothrombln bme pertlal 
thromboplesb” ttme, and platelet sggtegaua? 
tome. ncressed platelet count Increased 
faLiors II, VII entlgen. VIII ontlge”. “Ill coagu 
lant aclrnty. IX. X. XII. VII- X complex. II- 
VII X canpIe& and bets ticomboglobulm. 
decreased levels of anti factor Xe and 
entlrhrombl” III, decreased antlthrombl” 111 
activity, Increased levels of fibrinogen and 
flbnnoge” actiwty. mcreesed plasmlnogen 
amge” End aulvity 
2 Increased thyfold-bindmg globulin (TBG) 
leadIng to Increased cuculating total thyroid 
hormone. 8s meesured by prae~” bound 
Iodine (PBI). T4 levds (by column or by 
radioimmunoassay) of 73 levels by radlolm- 
munoassay 73 ‘es,” uptake 1s decreased, 
refbng the eiwated TRG Free 14 end free T3 
cmmt,at~o”S are on&fed 
3 Dther bIndIng proteins may be elevated I” 
sewn. I e cordcosterold bInding globulin 
(Cffi). sex hormme bindlng globub” @if%). 
leadIng to lnoeased crculabng cwticostwolds 
and sex sterads respectlwly Free or bolog 
tcslly actw hormone toncentrstuons e,e 
unchanged Other plasma proteins msy be 
increased (a”gmte”si”oge”/rmIn substrate, 
alpha-I-antitrypsi”. cewloplasmin) 
4 l"creasedplssmem)LandHDL2su~ac- 
tlo"co"centraIio"s.redwed LDLchdesterd 
CmlcmttatlD”. mressed oiglyceftdes levels 
5 Impelred glumse tolerance 
6 Reduced respmeto metyrapcmetest 
7 Reduced serunfdWecmcenustio" 

E Carcmogenes~~, Mutagaws, & Inpa,r- 
me!fdFetTAty Lmg tem~mnOnucu~ admm- 
15u*tlo” of “6iw3l s”d syntflmc estrogens ,” 
cmtmn entmal species increases the frequency 
of carc8”omas of the breast, uterus. cerwx 
vsgms. mtts. and liwf S~~‘CONTRAINDICA 
TIONS’ a”d’WARNINGS’ sect10ns 

F Preg,wcy Category X Estrogens should 
not be used dunng pregnsncy See ‘CON 
TRAINDICATIONS end BOXED WARNINGS 

G Mmq MoUws As a general pnnaple. the 
admcrustrebo” of any drug to nurwng mothers 
should be done only when dearly necessary 
smce many drugs ere excreted I” hums” mdk 
I” addrbo” estrogen admlnlstrstn” to “wslng 
mothers hos bee” show” to decrease the 
quanoty and quabty d the milk 
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ADUERSE lEAcnws 

The folkxwg addtbonsl adverse ,eaa,ons 
have been rep& wth estmgen therof,y (see 
WARNINS “gardmg mt!wticm d wopbs,a 
adverse effects on the fetus. mcreesed ,nc, 
dmce d g&bladder disease, cerdiwasculsr 
drsmse, elevated bloti pressure md hype, 
CdC‘3lW) 

Femalecasuationor pinny aarianfailve 
A dndy dose d 15 mg to 9 m 

B beolvenforthefiratireewea 
est~opipde may 
s da thmraw,l 

cycle followed by a reu penod of Rght ID ten 
days Adiust dosaqe upward or dawnward 
acdrq-to seventy-d s+ end respxse 
d the petfat FM mmtmnce. mljus dosage to 
lowst leti thai will prondc e(ie,nw cor~trul 
Treated pehmts wth Bn lOtact uterus should be 
momtored dosely for s,gns d endometrisl 
cancer and approfxlate dwgnostrc measures 
should be taken to rule out makgnancy ,,I the 
wm d pers~stmt or recwra?~ abnmnal vogti 
bleadmg 

stme5 and pubkc l,brar,es Gener,c drugs carry 
wrtuslly the same lab&g mforr+on as the,, 
brand name versmns ) 
- To rethe moderate m sewn menopausal 
sympomr. Estrogens are hormones made by 
me Dva”es of normal wanen Betwail ages 45 
and 55. the wa,,es nasally stop m&.,ng euro 
gem Thrs l&s to * drop in body earogm levels 
whch causes the ‘change of Me’ or mnopaw 
(the md d momhly mensaud periods) If both 
DVBIPS are removed durmg an opera”o” before 
nawrel menopause takes place. the sudden dtq3 
Ill E.tmgen levels cau2es~ surgical mmrJpause- 
When the asbogen lwels begm drc#,ng. smw 
WOrnen dP&,l “‘y unm,T+Mable se”,s, 
YKh 85 feewgs of warmm n the face. neck. end 
chest. or sudden miense episodes of heat and 
swmtlng (‘hot flashes or ‘hc4 Rushes.) tJs,ng 
estrogen drugscan helpthebodyadjustto IOWA 
estrogen levels and reduce these symptoms 
Most wmn haw only mild merx~ausal symp 
tomsa~nesraasnddonorneedtouseeum, 
rjen drugs fm tlwse syrrptcxns Others “ay need 
to take estrogens for a f&v mmths while theif 
bod,es 6dJUS.t to lower estrogen levels The 
maJ”ty of w~mm do not need estrogen re 
placemmt for longer than YI months for these 
SYmFtoms 
* To treat vdval md vaginal atwpby (itclung. 
bwrang. byness in or around the vagma. d,ffi 
cuky or burmng on urmabon) sssoosted w&h 
,W!XilBuS~ 

* II pu have afry circdotion problems 

Estrogen drugs should not be used except I” 
unusually speoal y1”at,cms ,n whtch yuy doctor 
judgff that ~DIJ need estrogen dwapy so mrch 
that the risks are accept&k Men and women 
with abnr~mal blood dctt,ng cm~bons shurld 
avoid estrogm “se (see DANGERS ff ESTRO 
GENS. bdow) 

REDUCfNG RISK OF ESTROGEN USE 

If yD” “se estrogens. yu” cm reduce your rtsks 
by doing these dnngs 

. S?epv doctcrregrlarfy Whdeyo” are wng 
e;lmqens. It n rmwtant to vrsrt “cur doctor at 
least &te B yea‘ ior a ch& up if you dewlop 
vaginal bleadng wh,le taking estrogens. yw may 
need further evaluation If members of you, 
famly haw had beast I;IMR or d You haveeve, 
had breast lumps a an abnormal ~&mmogram 
(breast X ray). you may need to have mote 
frequent tuemt eumularans 

Changes n vagwl bleed@ pattern nd 
abnormal wthdrawal bleednq a Row brmktialgh bledrlg. sparng 
Increase ,” wed “IRir@ lelomyomata 
vagina1 cstidiasis 
chmlge n mnollrd d cerncd SKrrnO” 

2 &ast 

During menopause. smwwomm develop “en 
0”s Synptans or depressor? Estrogens do “a 
rekeve these symptoms Yw may have heard 
mm takmg estrogpns hx years after menopause 
w‘ll lrecpyour sku~ soft and supp(e md keep you 
feehng young There 8s no ewderce for these 
clams and such long-term estrogen use may 
haw senoos nsks 

* After childbnh or wkn bmt&eedirq a baby 

EWrogens should mt be used to try to slop the 
heastsfromftikng wh rmlk after a baby 1s bcrn 
Such treatme~ may mcrease the nsl; of devel 
opln blood clots (see DANGERS OF ESTRO 
GEN 4 betow) 

If ye” are breastfeeding. yw shwld aMd us,,!+ 
e”y drugs because many drugs pass through to 
me baby I” the mdk While nursing a baby. you 
shovid take drugs only on the advice of your 
he&h care prwlder 

* Resssesr your need far estmgms Yw and 
yn”r dada should reevaluate tiethe, a mt you 
std need esbcgms w least every sra months 

- Be alert for signs of trouble If any of these 
warning signals (or any other UrwsU&‘I symp 
tams) happen while you are uwng estrogens. cal 
yxu doctor mmwd,ataiy 

Abnormal bleeding from the Yagma (poss,ble 
lmlne C.srlCK) 

Pains in the calves a chest. sudden sharness d 
breath. a cwgh,ng b(wd @oss,ble clot ,” the 
legs. heart. or lungs) 

Seuere headache or vxntting, d,mness. fatnt 
“es. changes I” w.m [I speech. weakness or 
nmbness d an arm a leg (powble da ,” the 
brain cx eye) 

Breast lumps @oswble breast cancer. ask you, 
doaor o, health pofessimal to show you how to 
m*rlune your breasts mmthly) 

Yellowmg of the skm or eyes (powble IIM, 
P&h) 
Paw swelkng or tenderness ,n the abdomen 
@osuble gallbladder problem) 

0THtR Iff oRwIlIoN 

Some doctors may choose to prescrtbe a 
p,c+t,n. a dlffermt horrmnal drug. for you to 
take together wth your estrogen treatment 
Progestms lower your nsk d dwelopng endo 
metnal hyperplas,a (a possible pre cancerws 
condmm of the uterus) while wng estrogens 
Takmg estrogens and progesuns together may 
also prowl you from the higher r,sk of uterine 
cancec. but th,s has not been clearly estabkshed 
Ccmbwd use of prcqestin and stmgm treilt 
mmt may have addnionel risks, however The 
possible risks indude unhealthy &LZS M t&d 
fats (espmally a Icwrmg dHDL tidesterd. the 
‘gmd’ blmd fat which ptotects agama heon 
disease risk),, unhealthy affects on blood sugar 
(which m,ght worsen a diabetic cmdaon). and a 
poswMe furthE? lrluw%e n die breast cmcer nsk 
whch may be assoc,atad wth long term est,o 
gm use Thetypeofprogestin dnrg used and ti 
dosage sdwd& may be vnpMtant m mimmnng 
mese dims 

Chlossma a maiasms that rmy persnt 
vvhm drug is d,scoRlnued 

Eryrhema mdm 
Fqthem.3 ncdwm 
netTorrllagr mlptw 
IDSS of walp hair 
Fkrsubsm 

5 Eves 
Yeepm-g of mrrwl cliwature 
lndcrancz to corUau lenses 

6 Central Nennus Sys?m 
Headad~e. “rjfsw. dnzmess 
Mental defwss,m 
alma 

7 hh%lb/eas 
illcrease or deoease I” weight 
Reducad carbohydrate tolerance 
Aggravation d paphyna 
Edema 
changes KI kbido 

mrt.wosAGE 
Serious ill effects have not been reported 
following acute ingestion of large doses of 
estrogen contsm,“g oral mntrat~ptwes by 
young ch,ldren Overdossge d estrogen may 
msc mma and vomihng. and wnhdrawal 
bl&lng my DCCU 1” females 

WSAGE AKI AOMIIYSTRATfON 
1 FM UeatmeR of moderate to severe v8so 
mOtor symptcms. vulvaI and vsgmal sucphy 
aSsoc,Wed wnh tie menopause. the lowest 
dose and regmen that will cmtrd sympoms 
sholld be chosen and med~cr,tl~n sholld be 
dKmnbnued as pronpdy as poswble 

3 For pcewkim d ostmfxwus A dally dose 
of one ORTHO-EST 625 (0 75 mg estroplpae) 
tablet fa 25 days of a 31 day cyde per nnnth 

now suwLIELl 
ORTHD EST (esUop,xtP tablets. USP) 1s Sop 
pIfed as ORTHO-EST 625 (0 75 mg estroupate. 
COlarlatEd as sodlull estrone tit& 0 62j’rmJ). 
whne. dtamond-shaped tablets. scored on one 
wde ar!d ,mpc,rUed wti WFHC 101 on the other, 
NIX 64248-101-01. end ORTHCLEST 125 (1 5 
m 

9 
estmp,pate. calculated as sodium eurme 

s” fate 1 25 mg). lavenda. damond-shaped 
tablets scored on we s,de and nwxirned with 
WFHC 102 on the odwr. NDC 642’48-102-01 
Ekth table sms are available m bdtfes d 103 
T&lets are standard,& to pronde uniform 
esUme actraty end me scued to pmnde dmsge 
Reub,bty 
01spmse I” bght. bght res,sta”t containers as 
defined I” the USP 

Stae telw 3’J C (06. F) 

DANGERS OF ESTROGEHS 

. Camadtheutuus 

‘VOW nsk of develwrnq CBOCR d the uterus qe(s 
h,ghw tie longer’yoj “se estrogens and-the 
larger doses you “se One study showed lhat 
after wcmm stop raking e9mgens th,s h,ghR- 
CB”CP‘ rak qu,ckly retwn to the uwal lpvei d 
nsk (8s f yw had rev% used estrogen therapy) 
Three other studies showed tiat the cancer r,sk 
stayed high fa 6 to more than 15 years after 
Uoppwg estrogen treatment Because of this 
risk, IT IS IHF’ORTAM TO TAKE THE LOWEST 
DOSE THAT WORKS ANI TO TAKE IT ONLY AS 
L(lNG AS YOU NEED IT 

cm -lb 
* TO treat certain types of abnormal vaginal 
bleedng due to hormonal imbalance when 
ymr docur has fomd m suious EBUY of the 
bleedng 
* To treat certain camzers in pa&al situabms. 
in men and women 
- 10 preyem tthirwJ 01 bLm?s 

uwlg pqesttn mmpy together mm esucqm 
therapv ma” reduce the hmher r,Jl of uterme 
can&‘r&d to estrogen &e (but see OTHER 
INFORh4ATION below) 

PATIENI INFORHATION 
WHAT YOU SHOULD KNOW 
ABOUT ESTROGENS 
ORTHO-EST 
(estropipate tablets, USP) Osteoporos,s 1s a thmmng of the bones that 

makes them weaker and allows them to break 
more easrly The bones of the spw wrists and 
h,ps break mmt dtm ,n osteoporovs Both mm 
and %wnm start to lose bone “ass after aturn 
age 40. but wwnm IDSP bme mass faster after 
the menopause wng estrogens after me 
mempwse slows down bone th,nn,ng and may 
prevarn bones from brmbng Llfdong adequa+e 
calcium intake. enher ,n the diet (such as do,ry 
poduas) or by c&urn supplements (to reach a 
totnl dally intake of lDO0 milkgrams per day 
bdae menopause D( 15M mdl,qrams per day 
after menoptiuse). may help to &enioste& 
porosis Regular we,ght-bearing exerose (IIke 
walktno and r”nn,no for an hour two or three 
t,mes a*week) may ;lso help to prewa ostw 
paosis Betie you change you, c&urn Intake 
a exerose habits. il IS mpmmt to discuss these 
kfes4yle changes wnh ye” d&or to find out If 
mey are safe for you 

INTRODUCTIW 
Th,s leaflet describes whm end how to use 
estrogens. and thensks and bantitsoiestrogm trmtmrit 
Estrogens haw ,mportant bendits but also some 
nJ;s You rnusl dead? ti w, doaor. Hhetlzi 
the risks to yar of estrogenuse are acceptable 
bmause ofther benefits If you “se esrmqens. 
chezk w,th your doctor to be sure you are t&j 
the Iowa-zI posvble dose d~a works. and that yau 
do not “se them longer than “ecessary How 
long you need to use estrogms wU depend cm 
me resson for use 

If you have had you, uterus removed (total 
hysterectomy). there 1s no dmgm d develqxng 
cancer of the uterus 

. Cancer d the breast 

Most studies have not shown a hgher risk of 
breast cancer m r~~rne” who have ever used 
esuoqms Hwewr, sane studws twvererarted 
that t&t cmcm developed mae ohm ‘(up u) 
twceme usual rate) n wmn who used ewD 
gms fa Img pmods of time (especially more 
than 1D years). D, who used h,gher doses for 
shats me pemds 

Srce estrogen use has some rusks only women 
who are bkely to develop osteoporosis should 
use estrogens for prevmtion Womm ~410 are 
Ilely to develop osteopo,os,s often have the 
folfmwng chsracter,st,cs wh,te or Awn race. 
slii. dgaratte smokers. and a fsmdy hIstory d 
mtmpcmsrs in a muher. s&f. a aUrn Wornm 
who have relatrvely early menopause, often 
because their ovaries were removed dunng an 
operation (‘surg,cal menopause’). are mae 
ltkely to dewlop osteopo,os,s than w~rne” 
whose menopeuse hapans at tie average age 

Regular breast ~*~mwwOms by a heala pmf~ 
smnal and mwUhly self-~arninanon are reaun 
mended fcu all wmm 

. Gallbladder &ease 

Women who use estrogens after menopause 
are more hkely to develop gallbladder disease 
needing surgery than women who do not use 
estrogens 

. Abmrmal blmdcinuing. 

Taking earogens may cause changes in ycur 
blood dott,ng systmn These chmges allow the 
blood to dot maeeasily, possibly alovllng dds 
to form m ywr bloadsueam Ii Mood clots do 
fam n yw, blmdsrream. they cm mt off the 
blood supply to wtal organs. causing serlws 
pmbfems These problems may Indude a stmke 
(by cuttmg df blood to the tcan). a hean at,,& 
(by cutting df blood to the heart). a pulrmnary 
embolus (by mttng df blcod to the lungs). a 
other problems my d these condrmns may 
cause death M serious long-term disabrluy 
However. most studies of low dose estrogen 
“sage by women do mt show m inueased risk 
ofthese mmpfic%ims 

INCREASE THE RISK OF ESTROGENS Yew dater hasprescnbad this drug for yar and 
you alone Do not gave the drq to anyone else 

If you wN be takmg c.slck~m supplements as part 
of the treatment to help pewnt mtmpomsis. 
check with your dtxta about how much to take 

Keep th,s and all drugs out d tie reach d chil 
dren In cased owrdose. call you, douo,, has 
pmal or po,son mrtrd center immedmtely 

Th,s letiet prowdes a summary of the most 
,mportant information about estrogens If you 
wmt map klfmsbal. ask your dfxtor OT phrr 
mm52 to skw wu the ~rchscml labdin The 
prdewmal latjekng ,;alw, ptiished in ibook 
called the ‘Pt~ysictans Desk Reference,’ which 
1s availsMe mbo&. stores and pulllc bbreries 
Gmeric drugs carry wrtually the smte Labeling 
infotmtim as the,, lxsnd name v~5,ms 

CANCER OF THE UTERUS IN WOMEN 
WHO HAVE HAD THEIR MENOPAUSE 
CCH~GE OF LIFE’) 
if you use any ewcgm-mntamintj drug. n 
IS ,mportarU to “,s,t your dodor regularly 
and report any unusual vagmal bleeding 
rtght away Vsg!nal Meedng after meno- 
pause may be a wa,n,ng s,gn of “tenne 
‘a”[~, Your doctor should evaluate any 
unusual veglnat bleeding to find out the 
cmse 

Attemprs to d,scmonw or tape, medranm 
should be made at 3.mmth to 6 month 
taervals 

Vssomotor symptmns- 0 75 mg to 6 mg 
estrcpipate per day The lowa dose that wil 
control symptoms should be chosen Ii the 
Men hesnn rnmsb~ylted wthn the bst 1vr0 
&ths or more. cycbc admkIistrat,on IS 
started arbitrardy tf the patient IS menstru 
mlng. cyclic admmstraaor~ IS start& on day 5 
dbkliiq 
vuhslm&gijrul.ttnp+ 075mgto6mg 
esuoppate dally, depending upon the owe 
resqme d me nldtidual patimt The Iwe 
dose that mll control symptcmx should be 
dmen Adninista cyd,c.sfly 

ESTROGENS SH@JLD NOT BE USED WR- 
ING PREGNANCY 
Esaogens do not prevent nwsca,,,age 
(sporuanmus ebmron) srld Bre ‘la ‘l&Ed 
rn tie days fdfcwng ch#&rtb If you t&e 
earngem during pregnancy. yew unborn 
child has a greater than usual dance of 
hating bwth d&us The nsk d devdopmg 
these defects ts smsll. but dearly larger thm 
the nsk III children tiho5.e mothers dii not 
take estrqens durmg pregnancy These 
bnh defeas rmy affea the baby s urnay 
system and sex orgms Oaughtas barn tD 
mmhas tie took DES (an estrogen drug) 
hawah,gherd~anusuafchervzedd~~&p 
,“gca~etDirheMgrneorcprvixwhenmey 
bemrne teenagers or yang adults Sons 
may have a higher then usual chanced 
de&ping cancer d the tasacles Hlhen they 
become kenage‘s a yoq adults 

WW StiWLD NOT USE ESTROMNS 

Estmgens should not be used 
. Owing prqmncy (see LUXEO WARIYNGS) 
lfyarthi~youmcybe~gnent.dondusesny 
form d estrogen-cmtairwg drug Uvng estr~ 
gem while you are pregnant may cause you, 
unborn ct!dd to havebwth defects Estrogens do 
nc4 pment mwzwiege 
* If you have umtsual ve@ml bleeding which 
has mt been evaluated by yw doctor (see 
BOXED wnRHNGS1. 
Umwel vaf$nai bleedtng can be a warning s,gn 
of cancer of the uterus. espeoslly If It happens 
titer mnopause Your docta must And out the 
cause of the bleedmg so that he or she can 
rem-d the prc~ec Oeabnent Tabing ~Y,D 
gms w,thwt wting ycur doctor can wse yw 
serrous harm If pw vagmal bleed,ng 1s caused 
by uulcer dthe Lpems 
. If you have had cancer 
Ence esmjensmoeese the r,J d cma,ntypes 
of cmce, you should not “se estrogens If you 
have eve, had cancer of the breast or uterus 
unless your doctor recommends that the drug 
may help I” the cancz, treatment (For tarta,” 
psnmts wth Lwast or proaate cancet estrogens 

IiOlY SUPPLIED 

ORTHO-EST 625 (estroplpate t&Jets uSP, 
0 75 mg) is a whtte. diamond-shaped table 

ORTHO-EST 1 25 (estropipate tablets USP. 
1 5 mg) ,s a IavendPr. dianmd-shaped tablef 

2 For treatment d female hypoestrogmwn 
due to hypngmadism, castration. a prunary 
ovatlan f&Ire 
Usud dosage ranges 
Female lwoaonadism A daily dose of 
15 rng to Yrn, estropipae may bi? glen for 
the first three weeks of a theaeticsl cycle. 
f&wed by a rest penod of e,ght to ten days 
The lowest dose that will control symptcms 
should be chosen If bfeed,ng dces “a occur 
by the end of this period. the same dosage 
schedule IS repeated ThP number d cnurses 
d estrogen therapy necessary to produce 
bleedmg may vary dependmg on the respon 
siyenes d the endometnum If smsfadory 
wihdrawsl Meedmg does not occur an aal 

StoL EFFECTS 

In addlaon to the rk.115 ksted abnve. the follow- 
mg ude efkas have tem repwted wkh estrogen 
“Se 

Nausea and vomlhng 

Btevst tenderness M enlargmnmt 
Enlargement d bemgr tumors Ct%rads-) d 
me “k‘“S 

D,Pr,butec by 
WOMEN FIRST MALTHCARE. INC _._ 
San Drqo. CA 92130 ,.I, ,,.1*s KES OF ESTROGEN 

Not every estrqen hug is apprwed for every 
use listed in this section lf ycu WBR to know 
rhlch of these pow& uses are spptoved for the 
nedrone presa~bzd for you, ask you, doctor a 
>harmac,st to show you the professumel label- 
“g You can also lmk up the specific estrogm 
,roduct m a hod; called the ‘Phywoens Des& 
teierence. wh,ch 1s avadable ,n many book may help 1 

Retermon of excess Ru,d Thts inay make 
%xne cmdihms worsen such 85 isthma 
epdepsy m,g,e,ne heart disease or kidney 
dtsease 

hlmufactured by 
OMJ PHARMACEUICALS INC 
MEmU. Puerto Rlm00674 

% MJ twa 

f A spotty darkentq d lhe skin 
me face 

p.mcubrly on 





Citizens Petition 1 .O 

NOTE TO REVIEWER 

Do to a contractual agreement with Ortho McNeil, a Brand name for the 1 .O mg 
estropipate strength has not been determined at this time. 





the ,,msu,p,,on d adJavnt genes and t” turn 
lead 10 mr dJscive* dkcl5 LsLror m recqmrs 
have hm ,dc,Ged m Ussurs oft ll e reprcdw 
WC ma breed p,l~udry hyfxxhalsmus kver. 
md bone of Wlw” 

Ewrqms me ,mpatan‘ m lhe developmeN and 
IWNMJW d me female repro&&e system 
and secondxy sex chornarnsucs By a dxcct 
a~uon ‘hey cauv grarrth and developme,? of 
[he u,r,os fatlop,an robes and vag,ne Wdh 
other hormaws wh as pnuasry hrwmmes ar,d 
progrs,erone [hey CIUSL’ tnlargemmt of the 
breasls ,h,ough p,omot,on of ducti,I growth 
s,,omaI devdopmtru and the acs,et,o” of fat 
Estrogens ore ~nlrmtely mvdvcd w,lh mhe, 
hormavs estxxtly pcqesttionr ,n Ihe proc. 
cssts d ‘he ovulatory mmstruat cyck and p’rg 
mncy and 0rfect me release or p,tutary 
gonadaropns Thy also contrlbue IO Ihe stwp 
mg of ,hr skeleton manle”a”‘e of lone and 
dasuc,,y d utqmud SUU~UI~S changes in the 
rp~physes of Ihe long bones Ihat eltow 1.~4 the 
prbtllal g,ow,h spurt and ,I5 lammauffl. and 
prqmn,~‘~“n d ‘he mpplrs and gmlals 

Estrogens acu, norwally in sevfial lams The 
puwfy 5wrr.e uf ewogm m no,mally cyckng 
ad,,,‘ vmmm IS Ihe ova,,an folhcle whtch 
secmes 70 to 5m mcrqrams of rstradtd darly. 
depwldmg M the phase or the nensuud Cycle 
lhs 15 converted p,,msrdy ID esuone. wh,ch 
c~rwla,rs M roughly rqud p,op’~uo” lo estra- 
d,d and to smatt amounts d eslrld Ahec meno 
pause mm cndqmcus rsaogm IS produced 
by convt,sion 01 snd,mten~dlone. seu~ed by 
the adrtndt ‘o,tex. to rsuo”e by per,phtral 
IISY,W mu5 ~Y,WP espe~,atty ,n 15 sulfate 
c~er lo,m IS lhe mosl abundant cuculotmg 
esucqrn ,n poslmenoparwl wcmnen Although 
wcutaung esuogens ex,Y I” a dynamc equ,kb 
rwm of mrtabdic intercmversims nua&l K 
Ihe p”nc’p~I ,nUacetlular human estrogen and 15 
subwaNlally rmrr p,m rndfl rslrone co esrnd 
a~ the rrvplu 
Ewrogens used m therapy are well absorbed 
through lhe sk,n m”co~5 membranes and 
qasuanie,t,m1 ,,KI When appbed la a local 
&,on absc#fa,on 15 usually suffemn lo cause 
sys‘nn~‘ e(ftrls When cwtoqated w,th atyl and 
&i g[ulp5 1.3 parrfltA &IINYC~UOLI the 
rmr d sbsupuon of “ly prrpa,auons 15 sfowd 
*nlh a prdongti du,aual of wuo”. such lhai a 
single ir~tramuscula, ,nJrctirm of esuackol vale,. 
ale cu estrad,d cyp,om,e,s absorbed wet se” 
HaI &&I 
Adm,“ls,e,ed Hrogens and [he,, eYe,s ate 
hsndlcd wuhtn Ihr body esstnually the same as 
Ihr rndogmous hotnones Mrlabobc cnn”n 
YO” of evrcqens octu,s primardy ,” the kve, 
(lirsl pass tffecl). but also al local target usyle 
s&s Compex mrtabdlc ptocesses rrsuh ,n a 
dynam,c rqu,l,br,um of orcufatlng ConJugated 
and UllCOn~llgalrd rsltogrruc lot”5 wh,ch are 
mnunually ,“te,converted es~c,olly between 
ewcm and estratiol and bnwen astallied and 
un,sM,f,rd lams Altiwqh l~,u,aUy aCu,,ing 
est,og~ls~~~llat~,nthetimd targdy boundlo 
sex hxmme bndinq glotuhn and oltumm only 
unbound estrogrns-t&r, largeI Ussue cefls A 
Ygnlflca~ p,oport,on of lhe orculaung esuogen 
exists as sutfate co~ugates. especially .z.uwe 
surfme whch selves D5 a aladmlng rKerK0, la 
[he fotmauon d mar aa,ve estroglrucspeoes 
A cwwr” p,opo”,on d ,he ewrcqm 15 erueted 
IND rk hk ilnd men rrnbsrwbed from me intes. 
unr Dwmg lh,s entrrohepauc rrwcutauon. 
cwrogens are desulfated and resulfald and 
undngo degradauon through CCU,~?,YM lo k5S 
BL”W twogem (es41101 and other esuogens). 
ox,dal,on to “o”esi,oge”,c substances (wle 
didrwrqms ti~ch mrm with wtccholamine 
me,sbohsm especclatty I” the crnlral “e,“o”s 
SySem) and ~,jjugallon Hh gluC~,OtiC adds 
fwh,ch a,e tie” rapidly trorltd UI Ihr uine) 
Mm g,ven o,dly nautolly occutrlng Rlrogells 
sld ,hea es,e,s are rxtenvvdy m+aLnl,ced (6154 
pass effrd) and cutulale primanly as eslrone 
5,lfatr. wlrn smsucr amountz of otha ao”,“- 
gmd and waqqdti esmgmlc spas This 
results m hmned oral polency By conuast. 
5)mthcQ.x esuogtns such as echnyl esuad,d and 
Ihe nonslnodd esuogens. are degraded “e, 
slowly MI the hver and othe, Iissues. wh,c I! 
resuhs I” Iherr high mtrinsfc poremy Estrogen 
drug p,oducls edmrvstered by non otal rooles 
me nod sdysl IO ksr pm metzboksm. but also 
undergo s,gnlcam hepatic uptake mHabd,sm 
and en,e,ohrpauc recychng 

CONTRAtNDICATlTIONS 
Esuogens should no, be used i,, ~titiuals with 
any of the fdtowtng cmdl,,ms 

INDlCAllWS AND USAGE 
Esmgm bug paiuas are ~nrhca‘rd I” the 
1 lreal”enr of mode,a,e to seve,e vasmloto, 

1 Known or 5uspeaEd p,egnancy (see ROXED 
WARNINGS) Esttoqens may cause felal hst” 
when edmn!slaed 6 a prrgnant womn 
2 un&aqnosPd abnoimcd geMal bleeding 
3 known or suspected ca”ce( d the breast 
excepr in appropriady selected pat,enls bang 
,remd for meiawducd,sease 
4 Known o, suspecled estrogen dependent 
neoplasfa 
5 AIl,ve lhrombophlebus o( lluomboembolr 
d,so,de,s 

sympoms essocmled wnh the menopause 
There 15 M adequate ewdmce that estrogens a,e 
dfecuve for ne,vous symptoms o, dep,ess,on 
tiud~ mtghc occur durmg menopause and Ury 
should nol be used lo t,ea, thesr conditions 

2 lremmn~ d vulval and vag,nal auophy 
3 Trram,m, d hypoewrogenwn due ID hypo 
gcmrltsm casualion 0, p,mn,y ova,,an failure 
4 Prwrnuan of ostroy3,osts 

Smce e*ogm Ml”ullslrallm 1s assmsled worn 
risk s&uion of palimts should &all 

r 
be based 

on p,osprrr,ve ,dent,f,cet,on of risk acto,s lo, 
dwetopng ostroporows Unfortunaldy. there is 
no tena,” way ID ukrdify those wcmen tie MH 
de-&op osteopaot,cf,aciu,rs MoY pros+cl,ve 
slud,es d dtacy foe th,s lnd,cal,on have bxn 
c~rtled 0,~ 1” nl111e ~~O~OUWI WO~WI wlrn0u: 
s~a116ca110n by olhn risk faaots and tend lo 
show a umvssally sal~ls~y ti7ea on bone Thus 
patfen, selm,m IWSI be ~rtdw~duJLzed based IXI 
lhe bdance d usAs and tmehls A rmie favor- 
able r~skhwwfu rado rx,sts ,n a hyslaeciom,rrd 
wmnirn becwse she has no nsk d endnmddal 
ceae( (see BOXED WARNINGSI 
Esuqlen ,eplacemenl therapy reduces bone 
resorpllm and retards o, hahs postmr”ofMu5al 
bone loss Case contrd slud,es have shown an 
appior,matrly 60 pacenr reduction 8” hp and 
w,ist fractures m women whose eslrogen 
repbceme,,, wa) begun wuhin a few years of 
menopause Slubs also suqgeY Iha, estrogen 
reduces the [ate of venebral f,acture~ Even 
when smwd as late as 6 years ohe, menopwse 
esuqen prwrnts funhn loss d bone mass for 
as bng as the uenment is conUnued The resutls 
of a double blmd ~accbo cnnlrdkd tw[) year 
shdy have shown rho, sea‘me~ m,h one tablet 
of estropipme 75 daily fu 25 days (of a 3 1 day 
CYCI~ DZ, month) ae~~r45 vertebiol bone mass 

rate &mpa,ablr IO the ,mmediele poslmeno 
pousal pe,,od There 15 no evidence lhal estrogen 
replacemnl lhefopy resmes Lme mass IO pre 
mmapauwl levels 
Al skdclel maturuy theta a,e sex and ,ace diffe, 
ences I” both the total a,mu(~, d bone prespnl 
and 8,s densay ,,I favva of men and Ma& Thus 
wxnm are al tagher risk Ihen m?n because lhzy 
s,arr mth less bone ~5s and for several years 
follav,ng natu,al o, ,nducrd mmop;l”se the rote 
of bonr mass dedme 15 acsderated Whae end 
As,an women are al higher risk than black 
wmm 
Estly mnopause 15 mc d ihe saonges4 pred,c 
to,5 for the development of osteopo,os,s In 
addmon. other faclors sffecung the skeleton 
whch ate associated wuh osteopxos,s Indude 
geneuc faclors (small butld fom,ly hIstory). 
endoc,rz fad015 (null,par,,y. thyrotoricosts 
hypetpatathymdrsm. Cushhulg s 5 

r 
nd,ome hy 

pecp0laa,mm,a. Type I LkaMe5). lIeslyle (oga 
rene smdwg al&d abuse sedentary exercise 
habils) end nutnuon (below average body 
wagta. dimary cak,um [make) 
lkmmnwys of ppveru,on and management of 
oYecQaois ale Klroge” 8” adequate bfetlrn 
cok,um mtake and ererose Postmmopwsal 
women sbsorb dletaty calcium less effr~enlly 
than premenopausal women and require an 
average d 15W “g/&y of elenetid calaum to 
wr~mn IO ntuual caloum balance By corn- 
pmon. premenop~uwl wcmen reqwre about 
lmo @day and the average cataum imake in 
Ihe USA ,s 4006Kl ,rq/day Therdore. when ml 
cmt,aind,,cated cnluum supplementat,on may 
be helpful 
welght bearmg exerctse and nutntion may be 
impo,tant ad~uncls 10 the ptevention and man- 
agement of os~eoporows tmmcbilizeuon and 
prolonged bed rest produce rap,d bone loss. 
while we,ghl bearing exerdse has been shown 
both to reduce bone loss and lo lnuease bone 
mars The opomal type and amoura d 
mvity lhal would prevent 05teopotw5 c 

y%sl 
em, 

been eslabhsl,cd hmvz, m h’m studies M hour 
of wdkmg and runrung PMl”se5 twice a rnrf2 
tml.5 weekly 5ignl6cmdly increwd lulltw sp”e 
bone mass 

WARNNGS 

1 Jnduction dmalgnanf neopfasms. 

Endometrial cance, The repaled mdanelrtal 
tamxl ,l=A omcxlg lmpped ewroge” usas IS 

LIL lo 12 fdd greater than I” nonusecs ond 
a~rors d~ye”‘Ml on d”rdl,~ d UCJI”H,, and 
on estrogen dose h4oY studies shaAl no wgn,f 
urn, mcreosed ,,st assaoated m,h use of esuo 
gens for less than one year The greatest nsk 
appears sssoc,sted wilh prolonged use- wnh 
Increased ,,sks of 15 to 24 fold for f,ve to len 
years a mow I” three stcd,es. pwvstence of 
r,sk was demonstrated for 6 to ova 15 years 
EflK Cess8uo” of essoge,, t,ea,nlent I” me 
sludy a s,ynrfrant druea% ,n the mcdence of 
endomtirial Lance, occur,ed YI months drer 
~w:yer~ wt~,owai CD~C~,,~R fh3gesl,” rnki 
spy may dlset th,s risk bll ihe overall heollh 
,,np~~ ,n powmenopausal m),,x” ,s no, knorm 
(see PRECAUTIONS) 
Breast ca”(z( Wlule the mr+tnty d wud!es have 
“a =hwn an lncrresed r,sk d teas, cance, m 
wcmwn who have ever used estrogrn replace. 
mm: lhnapy some have repattd a moderaldy 
umascd wk. (r&urve rusks of 1 3 2 0) in Ihose 
‘dkmg ha@, doses oi those taking low?, dose, 
for prolonged periods oi Ume cspec~ally ,,I 
exrx-ss d 10 years CRhn audits tww na shwm 
UllS rdallc4l5hlp 
Congemtal lestons with mabgwU potmlial 
Esuogm lhrropy dwmg pegnancy (5 assmtini 
w,lh an incteased r,sk d Mal congenital repto 
ducuve uad durders and possibly dhe, buth 
drfeus Slud,es of women who ,ece,ved DES 
durmg pregnancy have shown that female 
oflspring have an increased r,sk of vagmal 
odmosts S~“J”OIJS celt d yspldsla of lhe UtRlne 
CHWX and dear c.eU voand wncei la,ei “I IJe. 
male olfspnng have ah,nc,eased rusk of u,o 
genttol sbnormehms and poss,bly testrulsr 
Can‘er Ink, c” hfr Ahhough so& of these 
changes are benign. others are precursors of 
mahgnancy 
2 Cal/b/adder disease Two slud,es have 
reponed a 2 lo 4 fold ,nclrase I” ther,sk d gall 
bladde, d,sease requmng surgwy ,” women 
rK.ewlng po5lm?Mpau5nt esrrogcns 
3 Cardfovascular drsease Lo,ge doses of 
CUOQ~ (5 mg COnJUgvted esUoge”s f.3 day) 
comparable ID lhose Used to ueat cancec d ttle 
prostxe and b,eaY haw been shown ,” a large 
p,o~ea,ve dmcal l,,al ,n me” to ,n~~ease lhe 
,,sks of nonfatal “yocardml mlarcuon pul 
monary emboksm and Iluombcphtebms Thev 
r&s canw~ necessarily be exrrapolated from 
“,en IDWwlen HBVWU 10 BVMd lhe lheo,etual 
ca,d,ovascular ,,sk lo women causfxi by h,gh 
eWogen doses the dose for estrogen replace 
me,” therapy should not exceed ,he towa effec 
we dim 
4 Hewled bkwdp-errwe Rcas~onal blood 
prKsu,e ,,Kreases d+mng e54rogPn replacemenl 
Iherapy have been ormbuted to ,d,osynunt,c 
reauons to estrogens Mote ohen blood pa 
SUN has ,envl,ned the 58,x a has dtopped &e 
sludy showed that poslmenopaus~I’&.t,ogen 
USAS have hqhe, Mood prnswe Iban nmusers 
Two olher st;d,es shotied sbghdy lowe, btocd 
presswe among estrogen users ccmpated ID 
nonuse(5 Postmenopaosat estrogen use does 
not ncrease the rtsk of stroke Nonelhrkss 
blood pressure shoutd be mxutored at regular 
llllervds Wlul eslrqf!n “se 
5 liyperukemu Pdmmstrm~on ol esucqenr 
may lead to serene hyperctim,a m pawn,5 $w,h 
breast cancel and bone “rlartases If thts 
occ”‘s. the drug should be napped and app‘o- 
p,,ate measures taken to [educe the serum 
calcu” lpvei 

PRG.AuflONS 
A Ce,wJI 
1 M6um of B ,mqeslin S‘udres d U!t add1 
Iunl of a fxogesun 10, seven 0, mfxe days of a 
cycle of esuogen sdmmstrntlan haw reported a 
towered lnc,dmce d endomelrial hyperplesla 
which would othertise be Induced by estrogen 
,,eatme”t Mapholog,cat and b,ochemical 
studies of endomerr,um suggest that 10 to 14 
days d progesu” 81e needed lo fxowde mm,maI 
matwstion d lhe endunetrfum and to &mlnJle 
any hyperplasuc changes There are possible 
odd&onat rsks rvhich may be assorxaed wirh the 
~nclu~on dorooe5ms m esucaen reokernent 
rqmns Tt&e”mdude (1) sd;ersehKecls ~1 
htxproteln metabolism (lowerIng HDL and 
,e,s,ng LDL) which may dlminlsh Ihe possible 
cardtofxotealve effea d eslrogen thecopy (see 
PRECAUTIONS D 4 below). (2) KlpairmM of 
glucoutolwance. and (3) poss,ble rnhar~rm~nt 
of mttot,c acttvdy in breav epnhelial ussue 
(althw$ few epdemiobg,wl data are avo,loWe 
to address ,h,s poau) The choice d prqrrta” 
115 dose, and 115 regmmm may be mpotlant ,n 
minim,ling these adverse effects but these 
,swes remou~ 10 be cla,,lrd 
2 Physical examinauon A cnmpkte medical 
and filmly h,s,o,y &odd be taken prlo, to the 
mr‘,rmon of any estmgen thwopy Tllr prrurat 
menI and per,od~ physical exanYn&,ws should 

mdude speual reference to blood pressure. 
brrdslr abdomen arId pellnc orgsns and 
should mclude a Pspon~olaou smear As a 
general lute eslroge” should not be pre 
scribed for longer than one year without re 
emm,nrq me patlen, 
3 HypercoagulebMy Some stud,es have 
Shown thal w.3~ taking estrogen ,rptaCe. 
men1 therapy have hypercoagulabthty. p” 
manly tetoled to decreased omth,ombn 
acunty Th,s elka appears dose and du,a 
t,on.defxndenl and is less pronounced than 
,hat assoclsled with cual coruracepuve use 
Also postmeno ousal womr,, tend to have 
increased cmq % Ilo” tww”ue,~ rlt baseime 
compmd to &nwo~uul mlmen lhere ,s 
some suqqeslion that low dose noslmeno- 
pause1 nie-stranol may ,nc,ease ihe r,sk of 
lhromboembobsm although the maJor,ty d 
stud,es (d p,,,na,,ly CO,IJUgaled eslrogens 
usml repot1 M such tncresse ?here is nsuf 
fluent mrormouon M hypercoagulabduy ,n 
wo 
erb 3 

n who have had p,ewous thrombo 
IC dlsesse 

4 Fsmihat byprfipoproteinenria Estrogen 
thaopy may be essucfated Hnlh mssfve eleva 
Uons d plssma Uiglycendes teodmg to pan. 
creauus and other cnmpkcsons m panents 
wuh IanrhJl &feds d kpoproton n~,aboksm 
5 Fluid retention Because estrogens may 
CWSC Y)me degree of fluid relenua, cond& 
lions which taught be eracerbvted by this 
faaor. SKh as asthma. qdepsy. mlgrel”e. md 
cardiac o, rerwl dysfuncuon. ,equ,,e careful 
ob5Elvm!al 
6 Uerine bleedng and mauodyms Cman 
pattents may develop undesuabk manifesta- 
t,Ms d ewrogenic sumdat,o+. such as almoc. 
mal ul~ir bleedmg and mostcdyn,a 

7 Impaired titer fuxtim Eslrcgen may be 
poaly metabokzed u1 pauents w,m ,mpoied 
I‘ve‘ fwctum and should be sti,n,Vered w,th 
CiullM 

B Irllormdrwr for the Pal~s~r See text of 
P~ccmt Package lnseit below 

C Labaamry Tess Estrogen admm,straum 
should generally be gu,ded by dmkal response 
at the smallesl dose. ralhe, lhan labo,alo,y 
morulormg. lo, rekd of symptoms for those 
,nd,W,ons in w+xch syrrptcim are obsc,vabk 

0 I*ug/laboralay Tesll,xeracr,o,a 
1 Acceietated pro,h,canbm Ume. patnol 
dMoticpla5,m ume. and p(skie( aggregaum 
Ume. increased platelet corm. increased 
faaots II, VII anugen. VIII amigefl. Vlll coagu 
lam sa,vity. IX. X. XII. VII- X compex If 
VII X complex. and beta lhromboglcbubn. 
decreased levels of ant, laclor Xa and 
an,uh,omb,n ,,I, decleased on,,th,ombm 11, 
aclivuy. ,ncreased levels of hb,,nogen and 
flbrmogen acuv,ty. mcreased plssmmoqen 
anugniand W,nt~ 
2 increased lhyrold-b,admg globukn (Tffi) 
leadmg to increased c,,cub,ing tatat thyold 
hormone. as measured by ptote,” bound 
iodine (PM). 14 levels fbv column or bv 
rad~o~munmssay) or 13 l&Is by redhm’ 
““nossray 13 ,PS,” uplnke 15 decreased. 
lellmlno me etevated lffi Free 14 and free 13 
CMC~(I~~IION are unaltered 
3 O,hec bmdvlg prolelns may be ekvsced ~1 
se,um. , e, cort,costero,d bindIng globulm 
(CBG). sex hormone bmdmq globulin (Stiffi). 
kecbllg lo lmeased clrc&ung cDmcosterolds 
ml sex stemds respeaively Free or biobg 
icatty active hormone concenuauons are 
unchanged Olher plasma protems may be 
mcreased (sngiotenstnogen/,m,n substrate. 
alpha I amisypm. csuloptasmn) 
4 ‘noeased phma WL and HDL-2 wbf,x 
IIM cmcentra~ions. reduced LDL chdesterd 
concenuauon. aureesed ulglycer~des levels 
5 Impaired giucose tolerance 
6 Reduced rqo”se IO mecytepone IeY 
1 Reduced SKWI fdate c~cznUa”on 
E cdrcol~,c5rs. Wl‘?ll.Yla,s. ad lmmr 

cmain emnlal species uhxeases the fre+f.ncy 
of carcmomas of lhe breast. uterus. cerv,x. 
vagina, tesus. and kv~ See’CONTRAlNDlCA 
TONS’ and’WARNlNGS  ̂ ~KUMS 

F Pregnaar,cy Caregory X Esuogms should 
no, be used dunng pregnancy See ‘CON 
TRAINMCATIONS’ e,,d 60xEo WARNINGS 

G Nvrsag htolllers As a general prmupk. the 
a6nuoYrmwn of any drug to nurvng molhas 
should be done only when dearly necesssry 
5,nce many bugs a,e excreted ,n hunmn mdk 
1” add,Uon rs,,cqen adm,,u5Ua,,w to nu,s,ng 
mothers has been shown to decrease the 
qualluly and quollry d the mdk 



AUYERSE REACTIONS 
,he lol,ow,“g add,“o”sl adve,se ,eK,lo”s 
Iwe brpo rrpcwd wlh euroyen ,hnspy (see 
WARNINGS tegaldrng I”drl,o” d “eOpb=. 
adverse effecls on ,he ftius, ,nc,eaSeU InCi- 
denm of g&bladder d,seasc cdrd,,wwule, 
disease &wed blood peswre nd hypei 
c&emia) 

Ahdomnd cramps. bloallng 
UidrWlc ~aundu 
lr~crrased l”“dm‘e d gallbladda 
d,sease 

4 Slur 

DvrRwsAGE 
Str~ous 11 rlfrcls have MI bee” ,rPo,ltd 
foll~ulg acure lngerllo” of large doses 0r 
edrogen conlamtng oral contratip,,ves by 
ym,q d”ldrr” Ovetdosayr d t~rqm may 
CWSP nau~ra aid vurniung and whdr~wal 
bkrdmg my oaai m fpmalrs 

1 Fin t,ea,,nm! ol modelale 10 severe “aso 
“mtor sympcms vdval and vay,“al a,,@~ 
assoclaled with lhe menopause Ihe lowcsl 
dose a”d rrgme” ,ha, will cmll~l symf~oms 
sholld be chosen and medrat,o” sho,ld be 
dwmonued as prolrpdy as posuble 
*i.mprz to d~.cimunue or taper awdrsom 
should be made al 3 month IO 6 “,o”lh 
“,,CNOl5 
Usud dosage ranges 
Vasomolor ~ymplimr- D 75 my 10 6 ing 
tirqnpae pu day The lowau do= Iha, wil 
wnml symp~omr should be chose” If ,he 
paieru has “or mmsuua,eU wh,“rhe bs, Nro 
months or more. cychc admnwsuo” is 
worted a,bU,o,rly If the pa,,r”t IS mr”ZI,u 
mg cychc admruslrauon 1s waned DII day 5 
d tkdlny 
Vulva1 andvaginal atrophy- 0 15 my to 6 “9 
ewoppare daily drpendng upon the wsue 
response of he ~idwdml patient me lowest 
dose Iha, will conl,ol symP,!xns should be 
hsen Adti”dlei cydiolly 
2 For ,,ea,me”t d female hypoeslrogmwn 
due lo hypogmadnm. c%lrdLion. w P,l,,la,y 
O”B,IY” fsllu,e 
Usuil dosage ranges 
Female hypogonad,sn- A dally dose of 
15 my ID 9 mg eslroppole “lay be yrfen for 
Ihe firs, Ihree weeks of a theaelical cycle. 
fdlwrd by a ,I% pe,,od of eight IO @,I days 
The lows, dose Iha, wll control syl”f8a”s 
Jould be d~men If Wredvj dm “ol ac”l 
by the end of lh,s ptrlod the same dosaqe 
tiwdule 15 repeated The number d cowes 
d estroqe” lhetapy necessary lo produce 
Weedlnykay vary depmdiilg on ihr respoif 
smnes~ of the endomrwm If wusfaclory 
wlMrawvl bleedq dues no, DC‘“, 081 ual 
p4ogrs,cgm may be grveil in addwon 10 ewe 
gm dwq the lh,,d *reek of Ihr cycle 

kde cswaoon or pimary marian lail ue 
A daily dose d 1 5 m 

P I 
Lo 9 m ew,o(~pire ,“ey 

beg,venfo,,he 1,~ reewee s d a d~eo,~,uiI 
cycle. followrd by a ,e~ penod 01 nyhl to Ic” 
days Adjusl dosage upward 0, dwmwd 
~cmd+ng 10 sevuity d spporm and respnse 
d he patient for ms,rYmawze aqusl dosaye lo 
IowW level IhM wl provldc e+fa,ve cm”oI 
lrealed pal,en,s wh a” ,“lOCl U,HUS should be 
monitored dorely lo, s,g”s d r”domH,,al 
cancu and spp,opr,a,e diagnoroc ~easws 
should be lake” lo rule oul makgnency 1(1 Ihe 
eYeill dp”slYel* or rE-xir,ng atmu,nal vqml 
blerd,ng 
3 For peveinm of oswop 
of one ORlnO ES? 625 (0 
ta 

” 

p Brand Name 1 .O (1.2 mg 
estropipate; calculated as 
sodium estrone sulfate 1 .O mg), 

ORIHO EST (esrroppate lsbk% IN? 15 WP 
olied as ORIHO EST 625 (0 75 mg KuoF4Pate. 

n eY,ale sulfate 0 625 mg) 
oprd labltrs sco,ed o” one 

IC 101 0” lk odm s,de and t”~f~,,Ued v;,,h WFF 
NCC 64246 101 Ollm’l;apI 
I,, 

9 
es,,op,p%r. cslculaed as sodlum e,,,,,“~ 

%I lalr 1 25 my). lavendec. d,amo”d ~hrprd 
table& scored 0” me ssde and rmprlrred wh 
WFHC 102 on Ihe olhe, NDC 64240 102 01 

-abId 51~6 areaMifabTG 6tiii~%TiTT 

rnM7157~~ - I 

orange, diamond shaped tab&, 
scored on one side and imprinted 
With WFHC 103 ion the other, 

I NIX? 64248- 103-O I ; c t 
---I .A11 

PATIENI INFORNRIION 
WHAT YOU SHOULD KNOW 
ABOUT ESTROGENS 
ORTHO-EST 
(estfoplpate tablets. IJSP) 

lNlRWUCJlON 
1111s lraflrl drsc,,brs whm a”d how to use 
esiroyms and Ihe ,,sks and btnehls of nlroym 
0 ulliwiu 
Eslrogms have ,mpo,ta”l txwfils lwul Jlso som 
“sks Ycu mustdcade. wlh you, dccIo, wlw,h?i 
d,e “Jr ID ou of ewroye” use a,e accqxabk 
b&#&e of I & I, br”efH If you use ewoyens. 
check wh you, &do, 10 be sue you a,~’ ,rs,q 
the lowst poswble dose tha mrks. and llur ya! 
do no, “se them lonye, Ihen necessary How 
long you need 10 use eslrogens wll depend cm 
the reason for use 

ESTROGENS INCREASE THE 
CANCER OF THE UTERUS IN WOMEN 
WHO HAVE HAD JHEIR MENOPAUSf 
CCHANGEOFLItE’) 
If you use any evrqm cmatruiq ding. 1 
is imponara lo v,si, you, doao, regularly 
and tepon any unusual vaginal bleed,“g 
ught away Vagmal bleedwg allei mwo 
pause may be a wernmg sign 01 u,e,,“e 
cancel You, doctor should evalvalr ““y 
WUSUJI vagInaI blredlny IO find ou, lhe 
cause 
ESlRffiENS SHOULD NOT Bf USED DUH 
ING PREGNANCY 
Esuoyrns do no, prewnc nwarrlaye 
(sporumeous abo,l,o”) and a,e no, needed 
in the days fdlowna duldblnh If YOO wkr 
estrogen\ dwng piegnanq yow’unbw” 
child has a weale, than usual chance of 
hating btnh iefeas The “sk d dwlopng 
lhrse ckfeds is small. bui deatly largef thin 
the nsk m childce” HRlose rruthets did nd 
take esmyees dwng pregnancy These 
balh delrcls “y aIlea the babys w~lery 
system end sex organs Daughlets boln IO 
molhe,s who look DES fan es,, 
havea tuyhe, dun usuJl chance 3 

en dugi 
devdop 

hg mcer of the vagma o, cervix when lhey 
become ,eensgm a, young aduhs Sons 
may have a higher than usual chance of 
dewlopmg came, d the lesotl~ w&n U~ry 
bxom IemagUS a yDu”g adUllS 

USES OF ESlH0GF.N 
(Noi every eriiogen drug II appovedfo, eve,y 
use listed in lhis sedion If yw wan, to know 
titd~ of these pawWe uses Be 0Pi~oved lo, lhe 
medim& presolbed for you ark yotri d&o, OT 
pharmaclsl IO sllow you lhr prolesslmal ldbd 
iny You can also lmk up ,he 5pecdic rs,,oytn 
p,odocl ,” a boo+ called Ule ‘Phywuans Desk 
Rrle,e”ce’ which IS wadable i,, many book 

3 



slces and pubkc kbrn,,es Generr drugs cstry 
vwtuolly the mne labehng mformarion 8s theu 
brand “J”P versions) 

- 
* lo re&ce modcrale OT ICWYC menopaurel 
sympoms EsIrogens a,e hotmones made by 
the ovanes of namal wane,, &~rnen qes 45 
and 55 lb? ovaws namally stop mekmq esI,o- 
gens Th,s leads to I drop YI body esmqm levets 
wkch r..~slhe’chenqeof I&’ 0, menopause 
(the end d mwllhly mensvual periods) If both 
maws i~re renowd do,, an operation before 
naturd mnopouv takes 1 ace. the sudden drop 
I” Rtroge”lewlr csuses’surgcd “c!mpa”st’ 
When the estrogen levets he dropping y)me 
wanm develop very uncn ll? ~ffle sympoms. 
such as feekngs of wMmlh in the face. ,vx.+.. ati 
chest. or sudden mtense episodes of heat er,d 
sweabng (‘hot Ilashes or ‘hd lloshe<) Using 
pslrogm drugs can Mp the body adjust to Iaver 
estrogen levefs end reduce thpse symptoms 
h&t women hove only mild menop@usel spp 
lorm a “one M all and do “a need IO “se es110 
gen dmqr la these ryrrptcmr CM+% may nemi 
to lake eslrogens for II few mmlhs whle thei 
bod,es adJust to lowe, estrogen levels lhe 
majorrty d womm do no1 need estrogen ,e- 
placcmRlt to, longer 1han YI m0nths lo, Ihese 
rylqm”s 

* lobret rdval and vaginal euophy ~tcluq. 
bwrung dfyness in o, hound lhe vsgma. ddli. 
wky or brunrng on ut,rwUon) essooated wrth 
lllf!ll~“5P 
* lo treat cerIdn conditims in tich I young 
sanxir wanes do not p~&ce mmqh es~r~ 
gcn naturally 
* lo mat certarn types of abnormal vaginal 
blcedng due ID hormone1 imbalmce when 
yo” docla has lolnd m ruious es”%? of the 
bleedng 
- lo treat cenain cancers in special sttuadms. 
I” men end wanen 
’ lo pevm thinring of boilI 
Orteqmosrs 1s II thmnmg of the bones that 
nrakps them weaker end allows them to break 
mae esslly The bones 01 the spnc. WllsIP and 
hips break most dtm ,n osteopaovs eOlh mm 
and ~mmen sty” to tore borr mess after about 
age 40 lx4 *romm 10% bone msss foster aflec 
Ihe menopause “smg estrogens after the 
nwrqmuse kws down bone th,mirg end may 
prewar hones from breakmg Lddoq adequate 
calc,um ,mske e,th~ in Ihe d,et (swh as dmry 
pdrras) or by catrnrmsupplemenls (loreocha 
tolzl dsdy mlake of 1000 mdhgrams per day 
bdae nrcmpausr a 15Ol m&grams p, day 
ahe, menopause). msy help to prevent oste~ 
po,os,r Regular weight bearifig crsdsc (like 
waikmg srd running for 8” hour. Iwo o, three 
“mez a week) may also help to ptever4 051e0 
paows Mae ycu charlge you, oloum uuakc 
Or P”Plc!se hatmts It IS lnpcmwd IO Lkcuss these 
Iifrwyle changes w,th you dulor to tind oII d 
they a,e sale for you 
Srrlre ewrqm “se h,n somerisks. only women 
who are hkely to develop ostcopO,osis should 
use rstrcgenr la prevmuon Women who e,e 
lrkely ID develop osteoporosis ohen have the 
lollourmg choractcristrs while 0, Asia,, race. 
sbm q garme smokers and 8 lemlly h,stay d 
ost~~po‘os‘s m 8 “othec. Yste% CN aunt Women 
who hove rehmvely early menopause. often 
bususe their ova,,es wme removed durmg im 
op~ratron (‘surgical menopause-) B,C mae 
hkrly to develop osteoporosis Ihan women 
WIIOW IIWICQW~~ happens a the everage .sge 

WHO SHOULD No1 USE ESlROGENS 

Esuogens should not be used 

. tiring pqnmcy (we BOKEII WARNNGS) 
If you thmk YOU may k pegnan. do nM use any 
form d estrogen mntsirwng drug Using eyTo 
gem wh,le you o,e pregnant msy criose you, 
unborn child to heve &,th defects EQrogms do 
“a pmnl m1sal111sgP 
* I vrm hsve uluwal retinal bleedina rticb 
har’nol been evaluated-by you, do&r (see 
BOXED WARNNW 
Unuw~sl v~ginsi bleedrng CB” be I wermq s,9” 
of cones of the ute,us. espeoslly if it heppenn 
slter mrmptluse YOM dccloc m&t find out Ihe 
CBUSP of the bleedng so lhal he o, she cm 
recomnmd tlx propa treetmmt Takmg ~TI,D 
gms wIthout visiting ycu daclor ten ceuse you 
smm ham rl you vaginal bleeding is wuspd 
by once, d the uterus 
. II you have had cancer 
SJnce esmqenz ,meaSe die rtJ d cells‘” types 
of ~ilnce, yw should noI use evrogens ,I you 
hove eve, had cancer d the breast o, “PI”% 
u,,le\s you, doctor recommends that the drug 
may help ,n the cancel I,eetme”t (For ce,la,” 
patents wth txeast a p,oaate cancer estmgens 
may help ) 

* If you have a,rj cvcdation pmblems 
Estrogen d,ugs should no, be used ercepl 111 
unuswlly speaal wruecions in which yoo, titar 
judges that you need esbogen Iheiepy so mu& 
Ihel the rusks e,e acceptable Men and women 
wiuI sbnamal blood dc@iq conditions should 
nmid es”ogen use (see DANGERS ff ESTR@ 
GENS bamv) 

.Whentheydondsak 

Dunrg rtvmpuse. sane wcmm de&p nerv 
0”s sym@ms or depession Estrogens do nd 
,&eve these symptoms You may have heard 
that takmg estrogens fayeers oltR m,rop~use 
wrll keep you, skin sob end supple md keep you 
feekng young There ,s no ewdence la these 
clmms md such long tsm estrogen use may 
have serials risks 

* Alta hildbinh a when bresstleediq I baby 

Estrogens should not be used to try to stop lhe 
btessts fromfilbq nnlh milk sftei B baby is born 
Such t,ea,men may m-xose the ,isk of devel 
;p; 

8. 
b~ioo;“ts (see DANGERS OF ESlRO 

If yw me bteestfeeting. yur should eMd us,rg 
my drugs because meny drugs pass through to 
the baby ln the mdk Wlule nuruq 8 baby you 
should lske drugs only on Ihe sdv,ce of you, 
heakh cnre pro’&, 

DANGERS OF ESTROGENS 

You risk of developmg cixx~ d the uLe,us grts 
higher the longer you use estrogens end lhe 
larger doses you “se Ooe sludy showed th.31 
after wmnm stop Iel;mg esttogens this lngher 
cmwr tisk qu,ckJy retwns to the usul I& d 
,,sk (en ti yw hod “evei wed es~tcqen thospyl 
Thee olhe, slud,es showec tha Ihe ~alye, liti 
stard high 10~ 6 IO more ,han 15 years after 
stopping esucgen treatment Because of this 
risk, IT IS IMPORIANI IO TAKE THE LOWESl 
DOSE IHAl WWKS ANI 10 IAXE IT ONLY AS 
LONG AS YOU NEED II 

uwng ,wqesun therspy Icqether wlIh estrogen 
therapy may reduce the h,ghe, ,,sk of ~le,,ne 
CB”CP, related to eslrogen “se (but see OTHER 
INFORh4ATION Mow) 

If you hsve had you, uterus removed (total 
hysterectomy). there IS no doqo d deveicpmg 
wncer of the uiaus 

. Canca drk breast 

MDSI sit&es have not shown .s tughe, risk of 
biesst csnce, ,” women who have ever used 
estrogens ticwever. some stuks have repaled 
tha breast conce, developed mcxe often (up to 
twrce the usual race) m wOmn who used es410 
gem fa larg periods of t,me (espe&lly mote 
than 10 yeers), o, who used tughe, doses for 
shorter trme pmcds 

Rqlub bieas1 examma~~s by B health p,des 
slond and monthly seU cxomma”o” are ,emm 
mended for sU v&~men 

. Gallbledder dsease 

Women who use esbogens alla menopwse 
ore mole likely to develop gallbladder disease 
needmg surgery Ihm women who do ry)I use 
PQrogens 

. Abnormal blood domq 

Taking ewrogens mey ceuse changes m pu, 
blmd dotting system These changes sltow the 
blood IO dot mae cewly. possibly dowmg das 
to IDI” tn pot bloodstream If blood dots do 
form In pu, blmdsueam. they can cut off the 
blood supply IO vital organs. r&using se,,oos 
problems These problems may indude a suoke 
(by cutting off Mood lo the brain). II heJrt iAtec.k 
(by cutting dl blmd to the hea,I). B pulmonary 
erk~olus (by cutting df blood to tile lungs) o( 
other problems Any 01 Ihcse cond,t,ons mny 
cease deoth M serious Ion0 term disubd,IY 
However. most studies of I& dose csuog&I 
usage by wanen do mt show B” inuessed ,I* 
oflkse mmplicmlcms 

SNX EFFECIS 

ln addmon to the risks BYed ebme the follow 
iq side dfecls have been repated wd, estrogen 
“5-S 

Nausea end vom,t,“g 
Ereast tmderness or mlorgmml 

Enlargemml d bemgn twno,s (‘Rbrads’) d 
the u~e,“s 
Rerent,on of excess tluld 11us may make 
some condmons wo,sen such es asthma 
epdepsy m,g,o,ne heact d,sease o, k,drq 
dlseose 
A spotty dotkenng d the skm prtlcularly on 
the face 

REDIXING RISK OF ESlROGEN USE 

If you “Y.5t,cgms. you can ‘Educe your rrsks 
by do,q t&e things 

* Seepudoctarepllarly Whileyouerewirg 
estrogns. II is mportant IOMY~ yru, docta at 
le.351 once B yea, for I check up If yD” develop 
vagmel bleeding WI& 1alung essogms. yru may 
need funhe, cvsluatmn If members of you, 
fatily hove had beast cancer o, ,f yw have eve, 
had breast lumps LX an tinonnal mamnogam 
(breast X ray) yw may need to have mote 
bequmt btenst examinomns 

. Resssesr yew, need la estrogens YOU and 
yuw cbda shwld reevduste VvheIhR a nol yau 
s11ll need estrogens at les~l el~ry s,x months 

* I&Z alert la signs of bauble II any of there 
warning s,g,,als (or my other umsual symp 
tom-g heppm tide you ~(e uwq est,ogms. 011 
pw docta Imnediatefy 

Abnormd bleedmg horn the vegma (possible 
“,PrIm CIMH) 

Ponscn thewlvesa chest Mdenrho~Inessd 
breolh a coughing Mood (poss,ble clot ,” the 
legs. hem a1 lungs) 
Severe headache o, w,Mng dudness. fanI 
ness change in dsrm LI speech. weakness M 
nmbncss d an am a leg (possible cld v1 the 
bran o( eye) 
Breast lumps fposvblc b,east cmcec ask you, 
cbaor a heslth pofess,awl to show yw how to 
exsmme you b,eastr mcmIhly1 

vellowmg 01 the skm o( eyes (posvble liver 
problem) 
Pun. swelhng o, tenderness ,” Ihe abdomen 
uosuble golhladder problem) 

OTHER INORhUTlffl 

Some doctors may choose to prescrtbe a 
progestin n ddfermt h-x,mnel drug lo, yw to 
take togethw w,th you estrqen t,ea(“ent 
Progestins lo*ler you, ,,sk d developing endo 
met,,d hyperplosis (4 possible prc cancerous 
candmon of the uterus) whde “sing esl,Ogens 
lak,ng estrogens end p,ogest,“s together may 
also prmen you ban the higher ,,sk of utmne 
wrm but 11~s her nd teen clearly estabkshed 
Canb,ned use of pmgesun end esllogm t,eBl 
mem may have add,tionsl risks however The 
poss,bte asks ,rldude onhe,dIhy eifrcts m btocd 
kds (pspmdJy a lmmng d HDL rhde-stfld the 
‘0md’ blmd fat wh,ch olotects aqa,nY heut 
disease us&) unheahhy effeas on blood sogo, 
lwbichmobt wasme rllobeticconddlon) onda 
possible I,&, ,,ueese in Ihe txeast cancer risk 
wlrch msy be ossoc,oted with kflg te,m esno 
gm use The type of proq%in drug used and ,ts 
dosage schedule may be knpxtant in timmz,,lg 
thee etleas 

Ywn tito, hns peubed th,s drug lo, you a,!d 
yx alone Do not g,” the diq lo anyone else 

‘I )ou wtll be tokiq caloum s,,ppletne~,B 8s p” 
01 the t,eame”t to help pewnt osteoporosis. 
check w,,h you, data obcut how much tolake 

Keep th,s ,,,,d att drugs cuI d the reach d chll 
dren In cased obvrdose. cdl you, doctor 1x1s 
pnol o, pmson cORtd ceder mmedietely 

lh,s leaflet prouder 8 summ~,y of the moY 
tmprtont lnlormatmn abwt estrogens If you 
want me nfamanon ssk p” doctor a pha. 
~CCISI to show pu the p,dessloMl bbding lhe 
ptdessmnd tabekng is etso pubhshed in B book 
called the ‘Physicws Desk Reference.’ which 
II 4vadeble ,n bot$ stores srrl public bbreries 
CmetK: dmgs cany vktually the wme lob?k,,g 
inlam3rion m rherr blend name “Pl5lm5 

HMY WPPLIED 

ORlHO EST G25 (estropipate tablets USP. 
o 75 mg) IS B whl~e rhomond shaped tablti 

6~1~0 EST 1 25 (estropipate tablets USP. 
I 5 mg) IS B lavender d,aMnd shaped Ulblec 

Brand Name 1 .O (estropi pate 
Tablets, USP, 1.2 mg) is a 
Orange, diamond shaped tab1 !et. 

Orstrrlmted by 
WlMEN FIRST HEALTHCARE INC 
San Dreqo. CA 82130 v.‘! , I ‘,. Sh s 

Mmufaaured by 
Oh,, PHARMACEUTICAI 5. INC 




